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Sir: 

Prior to taking up the above-identified patent application for examination, please 
enter the following amendments. 

In The Specification 

Please replace the paragraph at page 27, line 25 to page 28, line 11, with the following 
rewritten paragraph. Per 37 C.F.R §1.121, this paragraph is also shown in Appendix A, page Al, 
with notations to indieate*the changes made. 


Thus, this method involves generating a preliminary model of a molecule 
or molecular complex whose structure coordinates are unknown, by orienting and 
positioning the relevant portion of human beta secretase or the human beta 
secretase/inhibitor complex within the unit cell of the crystal of the unknown 
molecule or molecular complex so as best to account for the observed x-ray 
diffraction pattern of the crystal of the molecule or molecular complex whose 
structure is unknown. Phases can then be calculated from this model and 
combined with the observed x-ray diffraction pattern amplitudes to generate an 


